t h e me;in (+ST)) t h y r o i d volunic (V o f one l o l~e : 1crif:tIr x Brearltlr x Deeptti x '~' ) w a s 801+154 mi3. As conrpnred t o Lhe n e c k musculature, t h e t h y r o i d a p p e a r e d hypo-(13 Z ) , s l i g h t l y hyper-(79 %) o r s t r o n g l y I~y~~e r e~l~o g e~~i~ (8 X ) . 2 ) gfl-jfiinfifs : 99mTc 'I'S d i s p l a y e d no u p t a k e i n 4 c a s e s ( a g c n e s i s ) and n low u p t a k e a t Llir b a s e o i t h e Long i n 5 c a s e s ( c c t o l~i ,~) .
I n c o n t r a s t , 'I'l: u n q r~c s t i o~r~i b l y I-ci'c:rl e d i n --a l l c a s c s a s m a l l , b i l o b ; l t e and s t r o n g l y irypercchogcnir. t i s s u e locciLerl i n t h e n o r m a l l l o s i t i o l l o f Llic t l i y r o i d w i t h a mean vo1u111e o f 512295, i l -r c s p e c t i v c l y oL a g e and s e x . C o n c l u s i o n : i n
c a s e s o f Cll w i t h t h y r o i d a p c n c s i s o r e c i o p i a , l'li s y s t e m a t i c a l l y d r t c c t e i l s t r u c t u r e s i n tire normal r~o s i t i o n o f t l~c t h y r o i d , ilror1g11
P. Chatelain* , Ch. J a i l l a r d * , A. R u i t t o n * , J.M. S a e z . ilNSERM U 307 a n d U 34, H6p. Debrousse, Lyon, F r a n c e .
We h a v e c h a r a c t e r i z e d Sm-C s e c r e t i o n and regulation by i m m a t u r e porcine S C c u l t u r e d (ESt'E 86). T h e p r e s e n t stutly e v a l u a t e s t h e a u t o c r i n e a c t i o n of S m -C o n SC. Thg p r c s c n c c of IGF t y p e I r e c e p t o r s on S C w a s identified by binding (Kd-10.-M) ant1 cross-linking. No d e t e c t a b l e insulin r e c e p t o r was found. F G F a n d Sm-C s t i m u l a t e S C DNA synthesis with observed ED50 of 2.0 a n d 7.5 ng/ml respectively. S y n e r g i s t i c e f f e c t of FGF+Sm-C was found a t s a t u r a t i n g c o n c e n t r a t i o n of b o t h f a c t o r s . SC multiplication w a s increased c o m p a r c d t o c o n t r o l s b y Sm--C, F G F , Sm-C t F G F by a f a c t o r of 1.65, 2.05 a n d 3.2 respectively. U'hen S C f u n c t i o n w a s studied, FSt-1 r e c e p t o r number w a s increased by 1.63, 2.05 a n d 3.2 respectively. When S C function w a s studied, FSH r e c e p t o r n u m b e r was i n c r e a s e d by 1.G by F G F a l o n c with no e f f e c t per s e nor synergistic of Sm-C . FSH s t i m u l a t e d c A M P s e c r e t i o n by SC was e n h a n c e d by F G F (140?6), F G F + S m -C (195%), but n o t Sm--C alone. When Plasrninogen A c t i v a t o r s e c r e t i o n by S C was mehsured, a 3.0 a n d 22 t i m e i n c r e a s e in basal s e c r e t i o n w a s observed with F G F and FGF+lnsulin respectivcly c o m p a r e d with c o n t r o l s ; f u r t h e r m o r e , in t h e p r e s e n c e of F G F a n d I-'GF+lnsulin, additional 3.3 a n d 1.24 r e s p e c t i v e i n c r e m e n t f a c t o r s w e r e observed a f t c r FSI-I stimulation. All t h e insulin e f f e c t s w e r e observed a t 5 p g / m l and a r e likcly t o b e metliatcd through I G F t y p e 1 r e c e p t o r s . Conclusions : T h e s c d a t a d e m o n s t r a t e t h a t Sm-CIIGF-I s e c r e t e d by S C m a~~-~~-~t o c r i n e e f f e c t e x p r e s s e d by t h e stimulation of S C multiplication and by tile synergistic e f f e c t with F G F on S C function. T h e s e e f f e c t s of Sm-C on S C , combined t o c l i f f c r e ! i t i n s i z e and e c h o g c n i c i t y a s c o m p~r c 0 t o t h e norm:rl g l a n d . l'his t1,ssue c o u l d r e p r e s e n t tlie u l t~~n o l~r ,~n c l~i n l b o d i e s .
i t s p a r a c r i n e e f f e c t s on Leydig c e l l s (ESPE 86) e m p h a s i z e t h c complex but k e y a c t i o n s of Sm-C o n t e s t i c u l a r f u n c t i o n a n d i t s m a t u r a t i o n . T h e r e f o r e , TE c a n n o t replace TS f o r Lhe ili:ignosis o f Cll.
O b e r . t < o t t e r x , P . M . C o a t e s x , L . W.Kiess*,J~.J~ee*,DE.Gral~am*,I..Crcenstein*,EIH.llrchlcr*, K r u l i c h , 0 . Koldovsky* ( l n t r o d by C.F. R o n d a n l n i ) SI'.Nis::ley*(Intro. b y O . n~l t e n a n r l t ) N a t i o n a l T n s t i t t l t e s D e p a r t m e n t s o f P e d i a t r~c s , U . of N a p l e s , I t a l y , 
(CNS). I n t h e p r e s e n t s t u d y we u s e t11c Ch r , l t ~l i a l c e l l l i n e b i o l o g i c a l s y s t e m s t o 1'3 and Trl; l t hcis t l i c r e f o r e bccn a s a model s y s t e m t o s t u d y t h e r o l e o f I(:Fs i n t h e CNS. C o m p c t i t iq u e s t i o n e d w h e t h e r TStI s u p~n r e s s i o n t r u l v r e f l e c t s e u t h v r o i d l s m
Ve b i n d i n p and a f f i n i t y c r o s s l i n k i n e e x l l e r i m e n t s t~s i n i : 1251-1(:1:-1
. . .
a t To e x p l o r e ti-lls d i f f e r . e n t l a l s e n s i t i v i t y , and -11 d e m o n s t r a t e d t y p e I and t y p e 11 ICF r e c e p t o r s o n Gh c e l l s ; acute e f f e c t s o f graded doses o f ,r3 and T,l on .rSi, suppression i n s u l i n r c c c p t o r s were n o t d e t e c t e d . l3l1]-thymidine i n c o r p o r a t i o n i n t o C6
c e l l DNA was stinitllntetl c (~l~a l l y w e l l h y serum from norlil;ll a n d h e p a t~c AL a c t l v i t y were dcLerr11lned ~n h y p o t h y r o i d r a t s .
and hypox ( I C F -d e f i c i e n t ) r a t s . . . maximal AL, n c t i v a t l o n b y r l~h , TS,I was suppresc;cd arid a c L i v , t y t l l r e s was g e l c i l t e r e c l on a S~p h a~l e x 6-75 column i n IM a c e t i c was i n c r e a s e d t o a g r e a t e r e x t e n t i n T 4 -i n j e c t e d a n i m a l s when a c i d . IGF-I and -11 were measured u s i n g s p e c i f i c r. 
ldioimmunoa s s a y s , ICF h i n d i n g p r o t e i n s d e t e r~n i n c d usilll: n c l i a r c o a l -s ? p a r nTll-dcrlved T3 r e a c h e d serum l e v e l s c o m p a r a b l e t o t h o s e r e a c h e d assay. 1(;1;-~ T G F c a r r i e r p r o t e i n , hilt n o t ICI:-II w l t h T3 i n j e c t i o n . TLI d o s e s r e s u l t i n g i n e l t h e r m l l d c h e m i c a l t e c t e d . N o r t h e r n b l o t hybridization o f Ch IPIRNA c o~i f i r m e d t h e p r r -

f c h i c k emhryo f i h r o h l a s t s and s t i m u l a t e d [ 3 1 1 ] -t h ) m i d i n e i n c o r p o r a t i o n i n t o f i b r o b l a s t IINA. We c o n c l u d e t h a t C6 g l i a l T4 t o T3 d e i o d i n a t i o n t o m a l n t a l n e u t h y r o i d i s m w i t h respccfc e l l s possess I C F a n d s c c r e t c IGF-I t h e more a c t i v e 1'3 and ( e l i m p l y t h a t t h e most r e l i a b l e i n * l c a t o l t h a t i s r e c e 1 , t o r -a c t i v e and h i o n c t i v c . We prol,osc t l~a t I6F-I may o f e u t h y r o l d i s m i s s u p p r e s s e d TSIi w i t h normal circulating 'r3.
s e r v e a s a11 n u t o c r i n e g r o w t h s t i n~u l u s i n Ch ~! l i n l c e l l c u l t u r e s . 
~I O L E C U L A R FORM^ or THE I N S U L I N -L I K E GROIITH FACTOR ( I G F ) DINDING PROTEINS ( B P ) : REGIJLAT1OI.I U Y GH.
IGFs a r e s y n t t i e s i z e d e s p e c i a l l y by tlie l i v e r , and c i r c u l a t e i n tli? In normal scruiil tlie 42 dnd 39K OPs p r e d o i~i i n a t e and c o n s t i t u t e tile b i n d i n g u n i t s o f t h e " l a r g e coii~l)lcx". In a c r o~n e g a l i c serum, t h e 42 and 39K BPS s t r o n g l y e n h a n c e and t h e 241: RP l e s s s o , w h e r e a s t h e 34K OP i s b a r e l y d e t e c t a b l e . With t r e d t i i l e n t , c l i n i c a l r e~l l i s s i o n i s accompanied by a r e t u r n t o ~i o r~i t a l o f IGF l e v e l s and t h e e l e c t r o p h o r e t~c p r o f i l e o f tlie BPS. In h y p o p i t u i t a r y seruni, t h e 42 arid 39K UPS s i g n i f i c a n t l y d i r~t i n i s h and tlie 34K BP s t r o n g l y e n h a n c e s . With GH t h e r a p y , tile norntal d o s e s r e s t o r i n g growth i n d u c e an i n c r e a s e i n t h e l e v e l s o f t h e IGFs 2nd ~n d 39K BPS a r e r e g u l a t e d by GII, t h e i r dbundance b e i n g r e l a t e d t o
IGF l e v e l s 2 ) t h e 34K BP rnay be n e g a t i v e l y c o n t r o l l e d by GH 3 ) w e s t e r n b l o t a n a l y s i s o f tlie OPs rriay c o n s t i t u t t ? a coi~tplementary i n d e x i n t h e s u r v e i l l a n c e o f a c r o~i i e g a l y and hypopi t u i t a r i s m . IGFs are produced i n many tissues suggesting t h e y f u n c t i o n i n s p a r a c r i n e or a u t o c r i n e f a s h i o n . W e s t u d i e d t h e e x p r e s s i o n o f IGF-I and 11 g e n e s i n c u l t u r e d human g r a n u l o s a c e l l s ( f r o m i n v i t r o f e r t i l i z a t i o n p a t i e n t s ) u s i n g N o r t h e r n and d o t b l o t a n a l y s i s .
IGF-I mRNA was b a r e l y d e t e c t a b l e i n t h e s e c e l l s and i t was n o t i n c r e a s e d by g o n a d o t r o p i n s . IGF-I1 rnRNA was a b u n d a n t ~n g r a n u l o s a c e l l s and i t was f u r t h e r i n c r e a s e d by FSH, hCG and cAMP i n a d o s e d e p e n d e n t f a s h~o n (pc0.001 f o r a l l ) . P r o l a c t i n , g r o w t h hormone, human c h o r i o n i c sornatomammotropin, p r o g e s t e r o n e , e s t r a d i o l and d e x a m e t h a s o n e had n o e f f e c t on IGF-I or I 1 mRNA. M I F i s t h e g l y c o p r o t e i n r e s p o n s i b l e f o r M U l l e r~a n d u c t r e g r e s s i o n i n m a l e f e t u s e s . Small amounts o f MIF are s y n t h e s i z e d l n g r a n u l o s a c e l l s , where i t s f u n c t i o n i s unknown. W e u s e d a s y n t h e t i c o l i g o n u c l co t i d e p r o b e b a s e d on t h e s e q u e n c e o f t h e human MIF g e n e ( C e l l 4 5 : 685) t o s t u d y t h e hormonal r e g u l a t i o n o f M1F g e n e e x p r e s s i o n . The a b u n d a n c e o f M I F niRNA i n u n s t i m u l a t e d g r a n u l o s a c e l l s was o n l y 1-4 % o f t h e a v e r a g e f e t a l t e s t i c u l a r MIF mRNA amount. However, 
